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I. Basis of the report 

1 . This report has been drawn on the basis of (substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Articie 14 are referred to in this report as "originally filed" and are not annexed to 
the report since they do not contain amendments.): 

Description, pages: 

1 -65 as originally filed 

Claims, No.: 

1 -1 22 as originally filed 

Drawings, sheets: 

1 /5-5/5 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70,2(c)): 

4. Additional observations, if necessary: 

III. Non-establishment of opinion with regard to novelty, inventive step and industrial applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), 
or to be industrially applicable have not been examined in respect of: 

□ the entire intemational application. 
H claims Nos. 1-56,76-103. 

because: 
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la the said international application, or the said claims Nos. 1-56,76-103 with respect to I. A. relate to the 
following subject matter which does not require an international preliminary examination (specify): 

see separate sheet 

□ the description, claims or drawings (indicate particular elements belov^ or said claims Nos. are so unclear 
that no meaningful opinion could be fonned (specify^: 



□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be fomned. 

□ no intemational search report has been established for the said claims Nos. . 



V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 

Novelty (N) Yes: Claims 

No: Claims 1-122 

Inventive step (IS) Yes: Claims 

No: Claims 1-122 

industrial applicability (lA) Yes: Claims 57-75,104-122 

No: Claims 



2. Citations and explanations 
see separate sheet 



VI. Certain documents cited 



1 . Certain published documents (Rule 70.10) 
and / or 



2. Non-written disclosures (Rule 70.9) 
s s parat she t 
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VII. C rtain defects in the international application 

The following defects in the form or contents of the international application have been noted: 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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Item III : 

Clainns 1 to 56 and 76 to 103 relate to subject-matter considered by this Authority 
to be covered by the provisions of Rule 67.1{iv) PCT. Consequently, no opinion will 
be formulated with respect to the industrial applicability of the subject-matter of these 
claims (Article 34(4)(i) PCT). 

Item V: 

1. WO-A-9403200 (document D1) discloses morphogen induced nerve regeneration 
and repair of damaged neurons, neural pathways and retina (see abstract and page 
9, line 8; page 12, 1. 13). In addition, compositions are disclosed consisting of 
biodegradable carriers which are locally or systemically administered, including orally, 
intravenously or parenterally (see page 10, I. 18 and page 13, I. 14; page 14, I. 33; 
page 17, I. 31). The morphogens are either administered alone or with compounds 
which enhance the solubility of the proteins or analogs (page 18, I. 5, page 20, I. 9). 
The following examples of morphogens are given: OP-1, OP-2, GDF-1, DPP, Vgl, 
Vgr-1, 60A and different BMPs (see page 18, line 23 to page 23, line 6). The 
biological functions of said morphogens were defined as follows: stimulate 
proliferation or differentiation of progenitor or differentiated cells, support growth and 
maintenance of differentiated cells (see page 27, 1. 4). In addition, generic sequences 
of said morphogens are disclosed (see page 27, 1. 26 to page 31, I. 37) and the C- 
terminal 96 to 102 amino acids of said proteins which have at least 70% homology 
to OP-1 (page 39, 1.19). Thus, D1 is considered to be detrimental to the novelty of the 
subject-matter of claims 1 to 75. 

WO-A-9403600 (document D2) discloses soluble complexes of morphogenic proteins 
and compositions thereof (see abstract and page 1, I. 6). The morphogens of D2 are 
able to induce endochondral bone formation and are either locally or systemically 
administered (see page 1, line 21 to 25). In addition, a diagnostic method is disclosed 
for monitoring the concentration of said morphogens (page 3, I. 13). OP-1 from 
human or mouse origin and analogs thereof are disclosed as examples (page 5. I. 
13). The morphogens could be used for the treatment of damages of bones, dentin, 
periodontal, liver, heart, nerve tissue and kidney or pancreas tissue (see page 9, I. 
7 to 28 and page 51, 1. 15). The composition is administered either orally, parenterally 
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or systemically (page 51, I. 27). The OP-1 is provided in an aqueous solution or 
together with a biodegradable matrix (page 52, I. 4 to page 53, I. 1). The doses 
administered vary from 10 ng/kg to 1 g/kg up to 0.1 |ig/kg to 100 mg/kg (see page 57, 
I. 20). Consequently, D2 is considered to be detrimental to the novelty of the subject- 
matter of claims 29 to 122. 

WO-A-9630038 (document D3) discloses peptide growth factors or analogs or 
fragments thereof having epidermal inducing activity which could be used as a 
pharmaceutical composition for wound healing, skin culture or the treatment of 
certain neural tumours (see abstract and page 27, line 30 to page 28, line 5 and page 
33, line 4). BMP-4 is disclosed as an example (see page 10, I. 24). Thus, D3 is 
considered to be detrimental to the novelty of the subject-matter of claims 29 to 75. 

US-A-51 69837 (document D4) discloses purified novel water-soluble osteogenic 
factors for the induction of bone growth and pharmaceutical compositions thereof 
(see abstract, col. 3, line 22; col. 7, I. 1 to col. 8, I. 31). Moreover, bioassays for 
evaluating the morphogenic activity of said proteins or for the evaluation of a protein- 
dose dependent relationship are disclosed (col. 10, I. 22 and fig. 2). Thus, D4 is 
considered to be detrimental to the novelty of the subject-matter of claims 1 to 5, 8 
to 12, 15, 20 to 22, 76 to 87. 90, 95 to 97. 104 to 109. Ill and 114 to 116. 

EP-A-0714665 (document D5) discloses osteogenic proteins and a device for the 
induction of bone growth (abstract). OP-1 and CBMP lla, CBMP lib and CBMP III as 
morphogens are mentioned (page 4). A composition of said proteins is used to 
correct skeletal or dental abnormalities, to induce endochondral bone formation and 
cartilage repair (see page 5, line 27 to 49). Moreover, an in vivo method is disclosed 
for evaluating bone inducing activity of said proteins (page 25. line 20). Thus. D5 is 
considered to be detrimental to the novelty of the subject-matter of claims 1 , 3, 5, 7 
to 1 1. 15, 23 to 26. 28. 29. 35 to 40. 43. 49 to 54. 56. 57, 59. 62. 64, 68. 70 to 73, 75. 
76, 80 to 87, 90. 96to101, 103, 104, 106, 109. 111. 115to120 and 122. 

EP-A-0723031 (document D6) discloses biosynthetic water-soluble osteogenic 
proteins and devices containing them. Moreover, a pharmaceutical composition and 
methods for the induction of endochondral bone growth, treatment of dental 
abnormalities and cartilage repair in mammals are disclosed (see abstract and claims 
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10 and 18). Several "natural" and "synthetic" morphogens are mentioned (see page 
6 to page 7, line 48). In addition, an in vivo rat bioassay is disclosed for the 
evaluation of the morphogenic activity of proteins (page 18, I. 6). The concentration 
of the morphogen adnninistered is 25 nng (page 18. I. 20). Consequently, D6 is 
considered to be detrimental to the novelty of the subject-matter of claims 1 , 5, 7 to 
12, 15, 21 to 26, 28, 29, 35 to 40, 43, 49 to 54, 56 to 58, 61, 62, 64, 65, 68 to 73, 75, 
76, 80 to 87, 90, 96 to 101, 103, 104, 106, 108, 109. 1 1 1, 1 12. 1 15 to 120 and 122. 

WO-A-9305172 (document D7) discloses a screening method for compounds which 
can modulate the level of morphogenic proteins in a mammalian system (see 
abstract and page 4, I. 3 to page 5, L 7). The assay disclosed is identical to the one 
used in the present application in order to find and evaluate said compounds. The 
only difference is that it refers particularly to substances which are able to modulate 
the level of a known morphogen. such as OP-1 . 

WO-A-9514104 (document D8) discloses a further in vivo method for identifying 
substances capable of inducing bone formation. However, like in D7, it is not the 
morphogen itself which is evaluated for being morphogenic but rather a substance 
which either stimulates or inhibits OP-1 gene expression (see abstract; page 4. line 
12 to 26 and page 19, line 7). 

Consequently, the subject-matter of claims 1 to 122 of the present application is not 
considered to be novel over the cited prior art. Thus, said claims do not fulfil the 
requirements of Article 33(2) PCT. 

2. For the assessment of the present claims 1 to 56 and 76 to 103 on the question 
whether they are industrially applicable, no unified criteria exist in the PCT. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims 
to the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound 
for the manufacture of a medicament for a new medical treatment. 

Item VI: 
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The documents WO-A-98 13509 filed at the 24.09.1997, published at 02.04.1998 and 
claiming the priority of 24.09.1996, US-A-5641743 filed at the 26.05.1995, published 
at 24.06.1997 and claiming the priority of 26.05.1995 and WO-A-9732033 filed at the 
28.02.1997, published at 04.09.1997 and claiming the priority of 28.02.1996 could 
be relevant to the subject-matter of the present application if the priority of the claims 
is not valid. In addition, said documents could be relevant for the question of novelty 
under Article 54(3) and (4) EPC if the application enters the regional phase in 
Europe. 

Item VII: 

1. Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art 
disclosed in the documents D3, D4, D5 and D6 is not mentioned in the description, 
nor are these documents identified therein. 

Item VHI: 

1. The terms: 

"aged" used in claims 8, 22, 50, 97 
"reduced capacity" used in claims 9, 1 1, 37, 39, 84, 86 
"obese" used in claims 22. 50, 97 
"hypertensive" used in claims 22 
"steroidal drug user" used in claims 21, 49, 96 

have a relative meaning and are thus vague and unclear and leave the reader in 
doubt as to the meaning of the technical features to which they refer, thereby ren- 
dering the definition of the subject-matter of said claims unclear (Article 6 PCT). 

2. The term "defines a volume" used in claim 81 is vague and unclear and leaves the 
reader in doubt as to the meaning of the technical feature to which it refers, thereby 
rendering the definition of the subject-matter of said claim unclear (Article 6 PCT). 

3. The subject-matter of claim 24 is already covered by the subject-matter of claim 23 
rendering the scope of protection of said claim unclear, contrary to the requirements 
of Article 6 PCT. The same applies to the subject-matter of claims 52 and 51,71 and 
70, 99 and 98 and 1 18 and 1 1 7. 
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4. The subject-matter of claims 1, 3, 29. 31, 32, 57, 76, 78, 79 and 104 is vague and 
unclear since they are formulated in a "result to be achieved" manner without 
disclosing any substantial technical features. This renders the definition of the 
subject-matter of said claims and their scope unclear (Article 6 PCT). 

5. There is no experimental support given in the application as filed that every 
"morphogen" sharing at least 70 % homology within the C-terminal 102-106 amino 
acids of the human OP1 protein does indeed induce tissue formation, tissue repair 
or enhances callus formation as claimed in claims 25, 53, 72. 100 or 1 19, contrary 
to the requirements of Article 6 PCT. Furthermore, the subject-matter of said claims 
is not disclosed by the description in a manner sufficiently clear and complete to be 
carried out by a person skilled in the art (Article 5 PCT). 

6. The same applies to the generic sequences as referred to in claims 28, 56, 75, 103 
and 122 being disclosed on page 25. line 20 et seq. of the description in an 
uncountable number of different amino acid combinations. No biologic function has 
been disclosed for said alleged morphogenic proteins and due to an endless number 
of all possible combinations it is as well doubted that every combination has 
morphogenic properties. Moreover, for the skilled person it is not possible to find the 
potentially effective combinations in the claimed range of "generic" morphogenic 
proteins. Thus, the subject-matter of said claims is not disclosed in a manner 
sufficiently clear and complete to be carried out by a person skilled in the art (Article 
5 PCT). 
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I. Basis of the report 

1 . This report has been drawn on the basis of {substitute sheets which have been furnished to the receiving Office in 
response to an invitation under Article 14 are referred to in this report as "originally filed'* and are not annexed to 
the report since they do not contain amendments,): 

Description, pages: 

1 -65 as originally filed 

Claims, No.: 

1 - 1 22 as originally filed 

Drawings, sheets: 

1/5-5/5 as originally filed 

2. The amendments have resulted in the cancellation of: 

□ the description, pages: 

□ the claims, Nos.: 

□ the drawings, sheets: 

3. □ This report has been established as if (some of) the amendments had not been made, since they have been 

considered to go beyond the disclosure as filed (Rule 70.2(c)): 

4. Additional observations, if necessary: 

111. Non-establishment of opinion with regard to novelty. Inventive step and industrial applicability 

The questions whether the claimed invention appears to be novel, to involve an inventive step (to be non-obvious), 
or to be industrially applicable have not been examined in respect of: 

□ the entire international application. 
K claims Nos, 1-56,76-103. 

because: 
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H the said international application, or the said claims Nos. 1-56,76-103 with respect to LA. relate to the 
following subject matter which does not require an intemational preliminary examination {specify^: 

see separate sheet 

□ the description, claims or drawings (indicate particuiar eiements beiov\/) or said claims Nos. are so unclear 
that no meaningful opinion could be formed (specify): 

□ the claims, or said claims Nos. are so inadequately supported by the description that no meaningful opinion 
could be formed. 

□ no international search report has been established for the said claims Nos. . 

V. Reasoned statement under Article 35(2) with regard to novelty, inventive step or industrial 
applicability; citations and explanations supporting such statement 

1. Statement 
Novelty (N) 

Inventive step (IS) 

Industrial applicability (lA) 

2. Citations and explanations 
see separate sheet 

VI. Certain documents cited 

1, Certain published documents (Rule 70.10) 
and / or 

2, Non-written disclosures (Rule 70.9) 
see s parat sheet 



Yes: Claims 

No: Claims 1-122 

Yes: Claims 

No: Claims 1-122 

Yes: Claims 57-75, 104-122 

No: Claims 
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VII. Certain defects in the international application 

The following defects in tfie form or contents of the international application have been noted: 
see separate sheet 

VIII. Certain observations on the international application 

The following observations on the clarity of the claims, description, and drawings or on the question whether the 
claims are fully supported by the description, are made: 

see separate sheet 
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Item III : 

Claims 1 to 56 and 76 to 103 relate to subject-matter considered by this Authority 
to be covered by the provisions of Rule 67.1 (iv) PCT. Consequently, no opinion will 
be formulated with respect to the industrial applicability of the subject-matter of these 
claims (Article 34(4)(i) PCT). 

Item V: 

1. WO-A-9403200 (document D1) discloses morphogen induced nerve regeneration 
and repair of damaged neurons, neural pathways and retina (see abstract and page 
9, line 8; page 12, I. 13). In addition, compositions are disclosed consisting of 
biodegradable carriers which are locally or systemically administered, including orally, 
intravenously or parenterally (see page 10, I. 18 and page 13, I. 14; page 14, I. 33; 
page 17, I. 31). The morphogens are either administered alone or with compounds 
which enhance the solubility of the proteins or analogs (page 18, I. 5, page 20, I. 9). 
The following examples of morphogens are given: OP-1, OP-2, GDF-1, DPP, Vgl, 
Vgr-1, 60A and different BMPs (see page 18, line 23 to page 23, line 6). The 
biological functions of said morphogens were defined as follows: stimulate 
proliferation or differentiation of progenitor or differentiated cells, support growth and 
maintenance of differentiated cells (see page 27, 1. 4). In addition, generic sequences 
of said morphogens are disclosed (see page 27, I. 26 to page 31, I. 37) and the C- 
terminal 96 to 102 amino acids of said proteins which have at least 70% homology 
to OP-1 (page 39, 1.19). Thus, D1 is considered to be detrimental to the novelty of the 
subject-matter of claims 1 to 75, 

WO-A-9403600 (document D2) discloses soluble complexes of morphogen ic proteins 
and compositions thereof (see abstract and page 1 , I. 6). The morphogens of D2 are 
able to induce endochondral bone formation and are either locally or systemically 
administered (see page 1, line 21 to 25). In addition, a diagnostic method is disclosed 
for monitoring the concentration of said morphogens (page 3, I. 13). OP-1 from 
human or mouse origin and analogs thereof are disclosed as examples (page 5, I. 
13). The morphogens could be used for the treatment of damages of bones, dentin, 
periodontal, liver, heart, nerve tissue and kidney or pancreas tissue (see page 9, I. 
7 to 28 and page 51 , 1. 15). The composition is administered either orally, parenterally 
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or systemically (page 51, I. 27). The OP-1 is provided in an aqueous solution or 
together with a biodegradable matrix (page 52, I. 4 to page 53, I. 1). The doses 
administered vary from 10 ng/kg to 1 g/kg up to 0.1 jig/kg to 100 mg/kg (see page 57, 
I. 20). Consequently, D2 is considered to be detrimental to the novelty of the subject- 
matter of claims 29 to 122. 

WO-A-9630038 (document D3) discloses peptide growth factors or analogs or 
fragments thereof having epidermal inducing activity which could be used as a 
pharmaceutical composition for wound healing, skin culture or the treatment of 
certain neural tumours (see abstract and page 27, line 30 to page 28, line 5 and page 
33, line 4). BMP-4 is disclosed as an example (see page 10, I. 24). Thus, D3 is 
considered to be detrimental to the novelty of the subject-matter of claims 29 to 75. 

US-A-5 169837 (document D4) discloses purified novel water-soluble osteogenic 
factors for the induction of bone growth and pharmaceutical compositions thereof 
(see abstract, col. 3, line 22; col. 7, I. 1 to col. 8, I. 31). Moreover, bioassays for 
evaluating the morphogenic activity of said proteins or for the evaluation of a protein- 
dose dependent relationship are disclosed (col. 10, I. 22 and fig. 2). Thus, D4 is 
considered to be detrimental to the novelty of the subject-matter of claims 1 to 5, 8 
to 12, 15. 20 to 22. 76 to 87. 90. 95 to 97. 104 to 109. 111 and 114 to 116. 

EP-A-0714665 (document D5) discloses osteogenic proteins and a device for the 
induction of bone growth (abstract). OP-1 and CBMP lla. CBMP lib and CBMP III as 
morphogens are mentioned (page 4). A composition of said proteins is used to 
correct skeletal or dental abnormalities, to induce endochondral bone formation and 
cartilage repair (see page 5. line 27 to 49). Moreover, an in vivo method is disclosed 
for evaluating bone inducing activity of said proteins (page 25, line 20). Thus, D5 is 
considered to be detrimental to the novelty of the subject-matter of claims 1, 3, 5, 7 
to 1 1 . 1 5, 23 to 26, 28, 29, 35 to 40. 43. 49 to 54. 56, 57, 59. 62, 64. 68. 70 to 73, 75. 
76. 80 to 87. 90, 96 to 101, 103, 104. 106. 109. 111. 115to 120 and 122. 

EP-A-0723031 (document D6) discloses biosynthetic water-soluble osteogenic 
proteins and devices containing them. Moreover, a pharmaceutical composition and 
methods for the induction of endochondral bone growth, treatment of dental 
abnormalities and cartilage repair in mammals are disclosed (see abstract and claims 
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10 and 18). Several "natural" and "synthetic" morphogens are mentioned (see page 
6 to page 7, line 48). In addition, an in vivo rat bioassay is disclosed for the 
evaluation of the morphogenic activity of proteins (page 18, I. 6). The concentration 
of the morphogen administered is 25 mg (page 18, 1. 20). Consequently, D6 is 
considered to be detrimental to the novelty of the subject-matter of claims 1 , 5, 7 to 
12, 15, 21 to 26, 28, 29, 35 to 40, 43. 49 to 54, 56 to 58, 61, 62, 64, 65, 68 to 73, 75, 
76, 80 to 87, 90, 96 to 101, 103, 104, 106, 108, 109, 111, 112, 115 to 120 and 122. 

WO-A-9305172 (document D7) discloses a screening method for compounds which 
can modulate the level of morphogenic proteins in a mammalian system (see 
abstract and page 4, I. 3 to page 5, I. 7). The assay disclosed is identical to the one 
used in the present application in order to find and evaluate said compounds. The 
only difference is that it refers particularly to substances which are able to modulate 
the level of a known morphogen, such as OP-1. 

WO-A-95 14104 (document D8) discloses a further in vivo method for identifying 
substances capable of inducing bone formation. However, like in D7, it is not the 
morphogen itself which is evaluated for being morphogenic but rather a substance 
which either stimulates or inhibits OP-1 gene expression (see abstract; page 4, line 
12 to 26 and page 19, line 7). 

Consequently, the subject-matter of claims 1 to 122 of the present application is not 
considered to be novel over the cited prior art. Thus, said claims do not fulfil the 
requirements of Article 33(2) PCT. 

2. For the assessment of the present claims 1 to 56 and 76 to 103 on the question 
whether they are industrially applicable, no unified criteria exist in the PCT. The 
patentability can also be dependent upon the formulation of the claims. The EPO, for 
example, does not recognize as industrially applicable the subject-matter of claims 
to the use of a compound in medical treatment, but may allow, however, claims to a 
known compound for first use in medical treatment and the use of such a compound 
for the manufacture of a medicament for a new medical treatment. 

Item VI: 
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The documents WO-A-9813509 filed at the 24.09.1997. published at 02.04.1998 and 
claiming the priority of 24.09.1996, US-A-5641743 filed at the 26.05.1995, published 
at 24,06.1997 and claiming the priority of 26.05.1995 and WO-A-9732033 filed at the 
28.02.1997, published at 04.09.1997 and claiming the priority of 28.02.1996 could 
be relevant to the subject-matter of the present application if the priority of the claims 
is not valid. In addition, said documents could be relevant for the question of novelty 
under Article 54(3) and (4) EPC if the application enters the regional phase in 
Europe. 

Item VII: 



1. Contrary to the requirements of Rule 5.1(a)(ii) PCT, the relevant background art 
disclosed in the documents D3, D4, D5 and D6 is not mentioned in the description, 
nor are these documents identified therein. 

Item VIII: 



1. The terms: 

"aged" used in claims 8, 22, 50, 97 
"reduced capacity" used in claims 9. 1 1, 37. 39, 84, 86 
"obese" used in claims 22, 50. 97 
"hypertensive" used in claims 22 
"steroidal drug user" used in claims 21, 49, 96 

have a relative meaning and are thus vague and unclear and leave the reader in 
doubt as to the meaning of the technical features to which they refer, thereby ren- 
dering the definition of the subject-matter of said claims unclear (Article 6 PCT). 

2. The term "defines a volume" used in claim 81 is vague and unclear and leaves the 
reader in doubt as to the meaning of the technical feature to which it refers, thereby 
rendering the definition of the subject-matter of said claim unclear (Article 6 PCT). 

3. The subject-matter of claim 24 is already covered by the subject-matter of claim 23 
rendering the scope of protection of said claim unclear, contrary to the requirements 
of Article 6 PCT. The same applies to the subject-matter of claims 52 and 51 , 71 and 
70. 99 and 98 and 1 18 and 117. 
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4. The subject-matter of claims 1 , 3, 29, 31 , 32, 57, 76, 78, 79 and 104 is vague and 
unclear since they are formulated in a "result to be achieved" manner without 
disclosing any substantial technical features. This renders the definition of the 
subject-matter of said claims and their scope unclear (Article 6 PCT). 

5. There is no experimental support given in the application as filed that every 
"morphogen" sharing at least 70 % homology within the C-terminal 102-106 amino 
acids of the human OP1 protein does indeed induce tissue formation, tissue repair 
or enhances callus formation as claimed in claims 25, 53, 72, 100 or 1 19, contrary 
to the requirements of Article 6 PCT. Furthermore, the subject-matter of said claims 
is not disclosed by the description in a manner sufficiently clear and complete to be 
carried out by a person skilled in the art (Article 5 PCT). 

6. The same applies to the generic sequences as referred to in claims 28, 56, 75, 103 
and 122 being disclosed on page 25, line 20 et seq. of the description in an 
uncountable number of different amino acid combinations. No biologic function has 
been disclosed for said alleged morphogenic proteins and due to an endless number 
of all possible combinations it is as well doubted that every combination has 
morphogenic properties. Moreover, for the skilled person it is not possible to find the 
potentially effective combinations in the claimed range of "generic" morphogenic 
proteins. Thus, the subject-matter of said claims is not disclosed in a manner 
sufficiently clear and complete to be carried out by a person skilled in the art (Article 
5 PCT). 
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